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WE CLAIM: 



A DNA plasmid compris/ng an adenoviral gene or gene 
region that encodes a c;wcotoxic protein operably linked 
to an inducible promotanr. 

2 . The DNA plasmid of claiiifi 1 wherein said adenoviral 
gene or gene region is selected from the E2A gene or E4 
gene region. 



3. A DNA plasmid comprising an adeno-associated viral 
gene that encodes a prptein operably linked to an 
inducible promoter . 




4. The DNA plasmid /of /claim 3 wherein said adeno- 
associated viral/ ge/n^ is selected from the rep gene 
region and cap/ger)^ region. 



5. A DNA pla!3mi/tl oe5m' 
gene wherein f^sfL^ gei 
associated vii 
an inducible Ai'dmoter, 



ising an adeno-associated viral 
encodes one of the adeno- 
proteins and is operably linked to 




6. The DNA plasmid of a]?iy one of claims 1-5 in the 
alternative wherein sai^ inducible promoter is the 
promoter from the cAI^ response element binding protein 
regulated genes . 



7 . The DNA plasmid o 
alternative wherein 
from the gene encod 




one of claims 1-5 in the 

cible promoter is selected 
mamc^aiian alpha inhibin. 
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8 . The DNA 
alternative 
from the gene 




of claims 1-5 in the 
nducible promoter is selected 
Ipha inhibin. 



9. The DNA i:51asmid of gftiy one of claims 1-5 in the 
alternative wherein sai^d inducible promoter is selected 
from the gene encodir^g the transcycline responsive 
promoter . 



10. The plasmid plk6 . 1 MIPtfQ!)-E4 designated ATCC #75879. 

11. A packaging cell line /that supports the growth of a 
mutant adenovirus defective in replication, wherein said 
adenovirus comprises at least two deletions, at least two 
mutations, or at least one mutation and one deletion 
selected from the group /consisting of El, E2A, E4 early 
gene regions, viral stmactural genes, and optionally a 
deletion of the E3 gerye region, 



12 . A packaging ce^ 
recombinant adeno\5^ 
comprises at leaj 
deletion and onj^ 
consisting of 

structural ge^ 

gene region a/nd paid 



additionally 



comprises, 



line that supports the growth of a 
vector, wherein said vector 
wo deletions, two mutations or one 
tation selected from the group 
2A, E4 early gene regions, viral 

tionally a deletion of the E3 
ombinant adenoviral vector 
a transgene that replaces any one 



of said deleti 

13. A packa<jj^n^ cell line that supports the growth of a 
mutant adeno^ssociated virus defective in replication, 
wherein S9ri<y packaging cell line comprises the El, E2A 
and E4^arly gene regions, the DNA sequences encoding the 
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virus-associated RNA, and wheipein said virus is free of 
helper adenovirus . 

14. A packaging cell line that supports the growth of a 
recombinant adeno-associatedl virus defective in 
replication grown in a pacl^ging cell line comprising the 
El, E2A and E4 early regions, and virus -associated RNA 
sequences, wherein said vi^us is free of helper 
adenovirus . 

15. A packaging cell liAe that supports the growth of a 
mutant adeno-associated /virus defective in replication, 
said packaging cell linJe comprises El, E2A, E4 early gene 
regions, virus-associatf ed RNA sequences, adeno-associated 
virus rep gene region,/ and optionally the E3 early gene 
region, and wherein said mutant virus carries a deletion 
of adeno-associated wLrus rep gene region and is free of 
helper adenovirus . 



16. A packaging 
adeno-associatedr vi 
said packaging/cel! 
regions, DNA 0equ€ 
adeno-associ 
the E3 early/ ro^ic 
carries a d 
region and ds frejl 



^ejl yine that produces a recombinant 

defective in replication, wherein 
ine comprises El, E2A, E4 early gene 
ces encoding virus-associated RNA, 
rus rep gene region, and optionally 
and wherein said mutant virus 
adeno-associated virus rep gene 
helper adenovirus . 



5S 



17. A packalginc 
mutant adeno 
wherein sai 
early gen^ rec^ic 
adeno -a^ociat 



cell line that supports the growth of a 
ciated virus defective in replication, 
aging cell line comprises El, E2A, E4 
ns, virus-associated RNA sequences, 
virus rep gene region, adeno-associated 
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virus cap gene region and optionally the E3 early gene 
region, and wherein said mutany virus carries a deletion 
of adeno-associated virus rep j&ene region and is free of 
helper adenovirus 

18. A packaging cell line tltat produces a recombinant 
adeno-associated virus defeortive in replication, wherein 
said packaging cell line comprises El, E2A, E4 early gene 
regions, DNA sequences encoding virus -associated RNA, 
adeno-associated virus rep/ region, the adeno-associated 
virus cap gene region and /optionally the E3 early region, 
and wherein said mutant virus carries a deletion of 
adeno-associated virus r^p gene region and is free of 
helper adenovirus . 

19. A mutant adenoviruib defj^etive in replication, 
wherein said adenovirus ^mprisJes at least two deletions, 
at least two mutations^ or at least one mutation and one 
deletion selected fizorq the group consisting of El, E2A, 
E4 early gene regions/ vira-lr structural genes, and 
optionally a deletion/ of tme E3 gene region, and wherein 
said adenovirus/is pi/odi^ed in the packaging cell line of 
claim 11. 



20. A mutant/ adenovirus defective in replication. 



wherein said 
at least two 
deletion se 
E4 early gene; 
optionally a 



adenov£Lrus_comprises at least two deletions, 
tajxi/ons, ojr at least one mutation and one 
ed from t/tte group consisting of El, E2A, 
regiionsx viral structural genes, and 
delenjjzm of the E3 gene region. 



21. A recombiMant adenoviral vector, wherein said vector 
comprises ajr lea^t two deletions, two mutations or one 
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deletion and one mutation selecned from the group 
consisting of El, E2A, E4 early/ gene regions, viral 
structural gene sequences, and /optionally a deletion of 
the E3 gene region, wherein safi-d recombinant adenoviral 
vector additionally comprises /a transgene that replaces 
any one of said deletions, satd vector is produced from 
the packaging cell line of cJaim 12. 

22. A recombinant adenoviral vector, wherein said vector 
comprises at least two deletions, two mutations or one 
deletion and one mutation selected from the group 
consisting of El, E2A, E4 early gene regions, viral 
structural genes, and optd/onally a deletion of the E3 
gene region, wherein said/ recombinant adenoviral vector 
additionally comprises a /transgene that replaces any one 
of said deletions. 

23. A mutant adeno-assc/ciated virus defective in 
replication grown in a packaging cell line, wherein said 
packaging cell line coTTtoan.ses Ithe El, E2A and E4 early 
gene regions, and the >oNA sequences encoding virus - 
associated RNA, and ;whprein ySaid virus is free of helper 
adenovirus . 



24 . A recombina 
replication grown In 
packaging cell /line 
gene regions, the yj^ifus 
optionally the E< 
virus is free bf hel 



iral vector defective in 
packaging cell line, wherein said 
ses the El, E2A and E4 early 
ssociated RNA sequences, and 
gene region, and wherein said 
adenovirus . 



25. A mutant ^dei 
replication gro 



■associated virus defective in 

a packaging cell line, wherein said 
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packaging cell line comprises El,/ E2A, E4 early gene 
regions, the DNA sequences encoding virus-associated RNA, 
adeno-associated virus rep gene /region, and optionally 
the E3 early gene region, and ^id mutant virus comprises 
a deletion of adeno-associated/ virus rep gene region and 
is free of helper adenovirus./ 

26. A recombinant adeno-associated viral vector 
defective in replication grown in a packaging cell line, 
wherein said packaging cell /line comprises El, E2A, E4 
early gene regions, the DN^ sequences encoding virus- 
associated RNA, adeno-assoaiated virus rep gene region, 
and optionally the E3 early region, wherein said viral 
vector carries a deletion /of adeno-associated virus rep 
gene region and is free of helper adenovirus, 

27. A mutant adeno-assO(iiated virus defective in 
replication grown in a packaging cell line, wherein said 
packaging cell line commr^e^ El, E2A, E4 early gene 
regions, the DNA sequences encoding virus-associated RNA, 
adeno-associated viri^ jcBp gene region, the adeno- 
associated virus cap gefne Region and optionally the E3 
early gene region, /and / sa/d mutant virus carries a 
deletion of adeno/associ4ted virus rep gene region and is 
free of helper adenovd/rus . 

28. A recombina/nt adeno-aa6ociated viral vector 
defective in replicauion ^rown in a packaging cell line, 
wherein said packaging jefe 11 line comprises El, E2A, E4 
early gene regions, ti^e DNA sequences encoding virus - 
associated RNA, ad^ra^-associated virus rep gene region, 
adeno-associatedx^i Jus cap gene region and optionally the 
E3 early regiorn, said viral vector carries a deletion of 
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30. Mammalian t 
produced by the 




adeno-associated virus rep gen^ region and is free of 
helper adenovirus 

29. A method of infecting A mammalian target cell with a 
recombinant adenovirus or adeno-associated virus 
containing a transgene, Syaid method comprising the steps 
of 

infecting said target cell with a 
recombivlant viral vector of any one of 
claims /21, 22, 24, 26 or 28 in the 
alterr^ti\ve , said viral vector carrying a 
selected A^ransgene and, 

expy^^ssytig said transgene in the targeted 
ce; 



ills infected with a transgene 
of claim 29. 



31. The target cells of oaaim 30 wherein said cells are 
selected from the group consisting of replicating, slow- 
replicating or non- replicating human cells. 

32. The packaging cell lin^ derived from human embryonic 
kidney cells given the ATCc/ designation #CRL 11711. 



33. A method of treating 
disease, said method com; 

i. administ 
accepta. 
adenov 
viral 
21, 2 
in a 




'itary or acquired 
he steps of: 
pharmaceutical ly 
a recombinant 
or adeno-associated 
ctor of any one of claims 
or 28 in the alternative. 



get cell, wherein said vector 
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comprises a transgene wherein said 
transgene is a tmerapeutic gene, and 
ii. expressing said/ therapeutic gene in the 
target cell sugh that the hereditary or 
acquired disease is ameliorated. 

34 . A vaccine comprising a recombinant adenoviral 
derived or adeno-associated /viral derived vector of any 
one of claims 21, 22, 24, 2fc , or 28 in the alternative, 
and a pharmaceutically acceptable carrier. 

35. A packaging cell Ixnej that supports the growth of an 
adenoviral vector, wherein saj^isl— yector comprises at least 
two deletions selected frprn the g/roup consisting of El 
and E4 early gene regions and optionally a deletion of 
the E3 gene region, vmer^in saxd recombinant adenoviral 
vector additionally^ comr/rise^ a transgene that replaces 
any one of said djeletioms 



36. A recombinant adenoviral vecyor, wherein said vector 
comprises at least two/ deleferfons/selected from the group 
consisting of 111 and m^/^^^rlv^^ne regions, and 
optionally a deletion/fof^^ E3 gene region, wherein said 
recombinant ade^oviraflTvector additionally comprises a 
transgene that replaqes any one of said deletions. 




